CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER: 20-830

FINAL PRINTED LABELING



Jmy -

West Point, PA 19486, LISA

SINGULAIR®
" IMONTELURAST SODILIM)
TABLETS AND CHEWABLE TABLETS

‘DESCRPTION
MOPIALE B0t SO0NT. NS 2ewre sngragiant SNOULAR",

R

SNGULANS
IMrmatssd Satean |
Totiom sntl Chownsie T
Moo

ey " h ety
TEMONUE SRS MANE - »t

am u—m-—n-‘unﬂ

SRS b

hmmummhmm—- L 11
CYirreres PALE 104 4 ICH 4re wwaoens o sap B
/i ot mesiubs sl Chrtsl sheihes
A ininars ot crirores PAO Mk i hotappne-
i SryuRmen) of 208 0. Fnrirdain s 9o Py i,
L ~ L Sdams o0 e

lowhy ol S OB AR gyee-
chrorrms PO 0, 209, VAL 2A4, ZCI8. of 308 isse Orug
irmememery. .

[ ] Ind 2rety steve v
| DLy e " CyulT,

h 2% Y ay AP o habiivy N
HIT43{347-¢niaro-2 vi=3:{3 1 \bwpuraary- W% of e ty e ey et
* v b nd )T wos Mssvired in unne. Covoren -n
POD. MOMOSOGLM SN s of men aval e Y. s

Tha ampiresl inrmula iy ColpCINND,E, ang un thar are o
o™ e SOR 1 The struchural o rivia «: !I:mnwmmhb ISP [

¥ ¥ ST, whee
10 Oft-whiie powonr M-non;nlnmu Irapiy spiubis

L Vv Fman i
rargud fram l.‘.l'ttuhnnmnunuymn'
at

Stanal, Mmethsnes. sng N 800 L4 [
tofminie.
[ |mﬁm~mmuu.|m Himg

TS Seteur, WAICH TR Miar stuveioente 10.0mg VISR Bidhed. ”
Ot ires sod. aad ihe lehowing " v ooy Povests wan f——rats
tahns L L ", ver o da w¥ P -
300w, yorapy ] Sonce '
The film cosney e of. by " v ::lm&mﬂmmmm-!:m
: Y 8 en omds. res- 10-mg 0908. Tha wiirmonetion o/ mamsstuimer sen nivghtty o,
O WO M. SN LR ABUIDS W - o A
£ach Smy cnewniie SHOULAIN Laawt conans 5.7 ™y ,‘M"' ,:"' ""'_" - flaiery
mmmmumn-fmnum i oty -y Tha i
ot trum weas, ol ng b o pins d e o SNGLILAN S MIVETS RAGTE YRRt -

SR, CHCE RIS SO, EATTY NarvDr 2pename, snd
MAGNEMUM abrany

CLMICAL PHARMACDLOOY

Mechaniam of Acwon

Cana,

N oubo Ny »r i
7_"""":“"_ ATCLATO. LTy feladegepindd mwmﬂmn.mm_‘
{otsana "'-"_,. o ::-n". y fumcat . tu::u vt 318 o
d oo Pophememy w vesry
:'v",:.'::"""".'-' "‘"":"""' ————Tin — -.o-namqmum:'o;o.lh’num«m
i . - - e »e .
f Y e— T ’ Sthte ohaw hay srotesie |
S amama. mCldng Fosms Miiugeiad k W PR § 1o W vesrs ol pye

TEGTY BIRCELS. W 2B IMAS 10 (N AR 2N byrmp e
ol syrhma.

anunmmmMmuunb“
Fgh athmiy sna seieciviey 10 The CyalT, FRCRBLST (1h Oroter-
WS 10 OWET DR HEEHY IMIOAenL L rolppbery,
Sacht 88 1HG PrUatnea, CAr gt i .,
Maredtuban INMBns PhYRIOIIE ScHans LT 8% ihe Cyal Ty
‘ecamma -vlnwllnv"m- ey,

s rapeny o g SR pdvR

ton. Aher agmunmnraien o the Hemg Mm-cobios U o
tasted achuila. e L LY Y] [
mnl:.._mmmauumnﬂ..l. The maan arpl mo-
Svdiiabeiny w % The gual Deprvansbney bng Coum 878 nO8
INNUSACEG DY § SBAGSPT M wy ihe

Foritw S-mgcrawsaia LSRHEL. VN0 BN (s, 38 N wvad in 7
15 1.3 heurs ans: sermimairanen 10 aduity .1 e lowed Bate.
The masnarm LU AT T T TI% o st fomeedl UM vormay
B37% when s0mnateros wih & sendeny mes RS Mg

-u-:ournmvmu Iivrr-camed Wbier in aouits. The
mmmmnm-ﬂ—n-nmiu
4 yoars ol pge.

Drup miwrscwony
m-nmdlnthﬁhﬂum
U G At couss wimenily Henpas i the gt

s ol & mngly Shie of th rihoe (pry-
Berwnaniy ¢ Mg 142
= RSl chaty the phatmecoime o warignn

- lllmn:‘.m'ommnilc-r-hm

* W AR EAGPe 110 DUMME CONTInIYALI Bratie ol ter-
m:omumwmmnum-
oy ]
Sieng Wb Ol imeresl iolrenng £o-88m mmranen
TN Mirtenading 80 mvp teie gerly.

The sutery 3ng stheasy of BMGULAI were gumenswaisu . Sead to Braracel
IR ENTRC) VRIS wn wwheh pn - - 13100 m mpere b i
17 TAE SVEILAG wa O reE 16 e I 01 MRS rerpTaOn, . .':'“"“"4""" oar e o

The o hbn - -

DEPMIPUIEIPE 1t By chewamss LS vertus s 10-mg il T3t en e 3% me ’
l.mmnummmmm. - @0 net Coume oo Chcay m..-m. "
Oameunon . - piasmey hiss ¥ p [ L

Manteiuuses 4 Dare s S beun re g wy o oner arei 8 Witrevy-
The o by 8 Ve umg of SN & AN wvar. POUS PreENIsieng.
n.ulul\hmhmummnmnrn-u—um ™ - hebane .
1RULEU It Munma) AN r OB B DipachDrein AUC ot A%, baties.
Batngs in " of L - A gl 10y S0en of Monteiulan. he HLagE Srmm-
24 heyrs ——rnm u . w':m Tor BINGULAM o N [

D ey o Chacal W WREA BOWTH wvie-
e of RN & T3

e ey eded O i vl hrame PALC enrrme e se .

eyt gvilies RN, 878 £O- ST Ired vt BINGLILAML.




HNGULAN
I pnipnman Segnm-
Taveertn and Cnewrsiie Tamions
Anpemoresvnamncy
[ avsas o L T T
RENE MCTAOTE 81 CAMOMIITIN DY TN BIWTY te (st Bowr.
e Ip a LTD, »» Dwssw o9
e ag$ my P4 0{LTD, pn,
ey

N g on,
i 121 BINGULMA AR 08y DS HNS-DASSE Benchux -
Ly e bV 75% a0 $7% respa -

vely”
The siect ot INGAILAN 0n emsntenas s 1ha punehers.

—m—umnumlmnlﬂm-mmmr:

[ T INCULAR masn

Moud dwmsnmetvis SEDREMISY 13 iy 15% Irem b
o MGmrod wh SLIROIN YT NG SOUN DAY e ImAnt pon.
L Tﬁom“ﬂhsmmmm..
nJh-‘qlmmnﬂnﬁlm:nmmlm
CLWICAL PHARMACOLOGY, Cerncal Stutvor,

Cirmveat Snoen
GENFAAL

TAe8 have 2oon ne EIMica IS Svelutting the el ive $1f-
cacy wl W versun "G OOMing. A gh iy DR

L] Swiar SOPE e

BNy of the v, SNCICY wad DeRensirated nehmeyl
L N st SNG (LY N
ey N e pverng 49478 49 ING itva Of

tooo ivgeason.
AJOLESTENTS AND ADULTS 13 YEARS OF AGE AND
[~ ¥ 7 . -

) Cmumﬁmnum 15 veem ot age sne
Biger

Wee a fy Shiumdt benrhi ty

SOUPMNS, rancomINd. 12-walh.

Wuiien ihaie n 1576 Bonents | 795 (s e wih SINGULAR, B30
VRIS WA sacebe, a0 25} W od Wit pcrve comrad), The
nwwmmmmm.mm-
mm-mmudv!mdmmo-
M e gy AR~ Bz, The and 2 o
basshng permens of prameng TR enDIrmery velume w 1
Sacmnd (FEV,) o 8% Lopmrasmaty e 40 ve BON,). Thags-
Snmary 3 hows wais wers FEV, and Seveeme

. SPOpman
WL svmptemy Bacendiry andoowis ACRded marveny

wm-.uu-ml—muuunlﬂ. 5 PEFR.
tus b AOCW gt ¥ e o

"um,.&:wommnmm

tﬂorlluun.lm-hu-rpnm
SINGULAIN oran "ol b wwens
o Deubne-bing 1] " ot b
011 The ravuiia of the U5, inal an e prenary enopomt,
FEV,. axoransed o0 mesn persory Eherpe frem Gaesing, sre
v o MGUAL 4

FIGURE ¢

FEV,Main Pertwrn Cronge rom Sassine
1U.S. Tl

o Mg i " ]

Trne oftect ot UNGULAR m“mwﬂmw
Snerte 3 shawn e TABLE | og COMnASE snenans of thy
u.tmmnm

. TABLE +
Etloqt of ﬂncuull.nhmmmN Endpows
Trws

L)
1Commnas Anarysas . W5, and Mvivnsuansl Triais)
Soasbe

[ St T i .-—F:—
. = o=
- - ogping Savwmy

o tou s o~ | g Rl BT <o

AR Lty s anyy [*] I R T

-;m___’n__—-w_. -

el 3 3 -3 L]

e e e T T am

" R0 e oy iy

SINGULAIR®
IMONTILUKAST SODIUM!
TABLETS ana CHEWABLE TABLETS

Crecunar Mo,

MR

SINGULAIR®
IMONTELUKAST SODIUM)
TABLETS and CNEWABLE TABLETS

| Cwosnae Mumper

W

SINGULAIRe
IMONTELUKAST SOOIUM)|
TABLETS and CHEWARLE TABLETS

Crreuiir Ny woer

LT

IMONTELUKAST 200i1UM)
TABLETS and CHEWARLE TABLETS

£131av)

513181 319var3png pue

N

2| =
B
s “—
S
§=2= ==
= <
— =}
= | 3

TABLETS snd CHEWASYE TABIETS




* SORREOO

SGULAIN
inloatuas it Leouw.
Tamers snd Crownnne Tameou

W el gabbnis. SNGULAIA mdutad " se-neatid” p-ap0-
al wen iy 18 T WOM 20004ne COMDLina with & L' I 0w
Cihg. n s 08 51 el 3 mey it
wer wons, BNGULAIN raowesd wne ReCIvrns: B
M. rem aeseurs. COMOErC win Yhin MT DIACERR 1EOM.
Sl SRR Y.

StGULAIN, - 9
et i L)
bl aesre vonLs a0e TABLE ) -
TABLE 1

ENory of SINGULAR o Astnma-Reisiod
Quicems Medsrementa
- L5 and

A

L.-—. Anect* s o Bous

e

SHRCULAN -
S MBI Slulor
Tomms sral Crormsass Tomueis

Jamins ot . iy
mmm
wn gne  Sefng

MGULA! mc IR Gy MESGIEG W B SR hAIAL,
" e ¢ FEv . purtort changs tror:
m 10.T50 41 TRt @Pgus Wag100 wilh SINGULAA va & T-.
ange oM DEbiiew 1A e ACEOE Y oup. 0001 Taesr
VB 8 grehCEN) BECIEST 1 (e MaSh DHCINIESE CRONRE v
My - uis [H] 77 ORCIRde
from m S IBUC LIARTE0 Wiin MGU&AIK il
rom o ne proud p0D.0h: Ths
SROCY FROVEIINLE & IVEEN BRCIREME oM DM OF 0,56 anc
Q.27 oults par gay 10f 1he MOMENARY S0 BSECTDO0 POV

v. Su00reup ) veunesT tee
SINC PO S0l § 1 11 RAD ENEECY HadwiL w:mn
0N o4 tRE SI08T B SING Sokei s Sprd ubu .

SNGULAW, -us-m

e

Mo

Ot Cornamesarmat Aowmus i ot Bosarets
r—— Y T

jsvarni:

- - vy
nong anturred |mmm 20.8% vs mazeno 25 M., pLOOS.

iSen TABLE 1 lar Sohmnan ot BUWhme eaac e BaNEn | Farams-

pata  Hms o ne
anvwna, seu TABLE 7 ter Sethuan o1 icore: ware g

i-lunn. L spavpanded * 1% 84 Sava. [EL R

mhasnity Sunet weth HNGULAA tompirss woit DUICIDO
IHNGULAK 1.34 vs macens 1.69. #50.0%.

acon.

{Aswoms Comtral oyt *** %ot saws ”_" 71 TS 10 1M BOUE PAIIED. N0 BIEWNCEM CRBRER 1 the
= gy 0 1 P e VRIS FFSC WiS DERITYHD Oufiig CONAUDUS ONEE-dasry
1Pavem’ Gl britsmsnns wearert AL 2 I tAl] ourrent patehe preug dar wp te §mpnthg

j'u.n).m-n--
* Bl 01, rmendpitd il LACIRE

T Anwwng Ansss geteisd m wiinmven of RSRNG M RATYLE s gh
6 s armdhaduild el V8 ¢ Sy § iy, mvl-n -
- D

e,
*t Adiete CAMIRMIVEn 4Dl by TEOEM Slabaiily SMpRSan .
crasans w PEFR. mlnlvn-m PR B 0,
N P PRREL.
"‘MAMIEMMWM iy e Srvy 34 ST SR
TG LT SRR wil & Mty Bhen ) puits of Bopaswal, o
% MRS Svih.
[]

FFFECTS 1N PATMNTS ON CONCOMITANT iNRALED COR.
TROSTERODS -

Sparate 1nais v Bluis svainsied Wa shty of HNTLLAK
W 30d 10 tha Gwnch SNect B .AAMST L0 DS 308 0

e e [, W} REA UKD CONCOMTY
unly. -
One Sreup Wb
e A & Aot mntn & mwsn fEve st .o
onr oty D% of whoO W v m-

e on wandus
m“m.'ﬁ‘"l MI‘ Tne wyes l‘
Wl I AV S i fol ¥ imcie s L

! vaiusann ol the SAueT 5 Sthima. PErgINY .

unm aoes . 1303 ’

Propiemiia

B W Py mugh " rguegh | vy marh s,
Fougrss yusivauon 3l pumna, mmﬂ..l'mm
BEBEE SN vy TeTh SR, AR

"

IMasn ousa, 2084 frcy
lm Rutepphtit Imasn a8se. 1971 N'Ilvl thiLERbung pri
imaan dous. 1D Magitay). &t DRbeSSmiv ITaSN

L

00 mcg irea pute o
100 Meg em-vaivel nmer dady wiih 0 SDSCOT dawviee wal
NEHaied B4 i actrve control. Over Wt 11-week Lusiman!
pertonisge thengs m FEV. sver basaing fer
SINGULAR snd Deciometiasens were 240% w1 1137
100001 | reapaciresty. see FIGURE }nﬂmmo e -
hmE STTOIM BCores was 04% va 070 on 5 0 0 & s
nmmn for SINGULAIR and
ol -‘lltn -
smcuun or mmmmm vy prven DRTEEM -

aga charge i FEV, 07 Saseirne ses sipwn i FIGUAE 1,

Onaer of Acnen end Marvanance st Benbins

" BICH MECODO-COMIBHSU Tl 11 BOuNS. ThE WREIMeHL
*hact of SINGULAIR, messured BY Saiv iy CATE DAramTe-
184h, INCIAGIAD IYIMDIOM KDTES. “-NESEEd)” -4penryt uss,
arwd PEER - et I 3t Soee
NG Wil Manianed NYOUgAOU! T Seng masrvst 134

i one ol thasy 1nad. & AU S, K

Sose. 112 mopalayl. Some of wase vihiaied sonmicamITeIOL
wors nerrU..-dbaraved 20 Gdhen
may net e Tro o
FHHMTIFASINE wer Fius ol by BRDMEMMIT T Suttng 3 5
W T-opek pacebo AU -nod desiprgd 10 WirmIg mnu
wewnrd et iewwst e
Tratmard wath SNGULAIN sesusid . & luaher 47% n-c
WON 1 MAA MADIST COY Sosa bared wiith &
Wit FRlCwln Of JEr% o Tril BWaCADO Jroug sver ihe Ti-wen
achve reatmen pened (end.0b). ADBrammaiely 40% 8 e
Moniehlil-rasied BRNERIE SN 7T% Of i DISCEDO- ITLMeT
papame u.:'lo - m [T

whaten ) ot ing

wudy (DML |12 nel LNOwN wRELReT TN RIS B IS Pty

B POnt AR 1O BIINTRRCY WO IS Mghed D0 Ot
o

in o .
188 inedlll 1n B ssmds: poLaNEn &1 BN B inaiv ) -.’U\

ROWRl. MO BOMACEN CRAREe -n hlllm.ﬂl aftec) wan susy et Bt eI BN nnaiee

::rm Burig » LT .
" m-htuplnm o BNGULAN w :

yobt Withorawsi 01 SINGULAIA 1n ssthamauc panants shee 12 s I8 rlv. somperss -.:n mose uu:-?.

ettt of CORDALOUS USE S4 AOY Cule rebeund waranmag ¥ wne wery -n s BT 1heaa

smama.
FEDIATAIC PATIENTS I TO 1 YEARS OF AGE
The ethcacy of SINGULAIR i pacistic Dirbents 610 14 yoars.

PAtEML whe wery rem anu
L ] R FRiluASM BF DIEEEDO DNONG Swy/ te lasd 10
u—nﬂml&u&ﬂmmnmum Patstmz wive

of 590 wes DernonBBIET ' DN BTNl SOUMS-DANG, Bis- Wi L] wm
CODD-CAMIrOlnd 1Lt o 1M pavanus (30 wesISO wyh  aenw Rad \a ConMm 1han
SIMGULAIR snd LIS rasd v uang B0 e 18 WIGM! Mene of mIsene
D-200MET ON 80 “an-needed” Dt The pauems Nad s Medn Jong by . PEFA
Daveuns Dercem preoeed MLV, of 7T% | LT 0 10 Asma. Bnd * u-wuc rapu-
lsmmuunmnmwmhﬂ}l.ﬂnlmrmm.l P FEGHRATHTIMA.
FIGUNE 2 PGURE 3
FEv, FEY,
Wnar Parcant Changs Fram Sasewne De Pawent A

- x s
———— A e b
~

aan Pasard Charge & o= by iy
\\

P o0 o Priinnie

M MEa @w NE v He - -
- e W -n:-’—. - -

PUY, B Couregn Sum Gupanry




n soun SR -
wedy. -w""“‘-ﬂ
antver arad ‘-—l

yo-uouu Mimm SHMG AN, m-u-

mn-muml hllmnu-olllwdﬂuﬁm
Y ABDINT-RIAIIVE SRTHIVRE VUL e g7 10 S SO Sluerved
'Y e PRRSES DRCWETION OF SIAPBNG Bents Mvibed. Yh-

BT I TP

M

“SINGULAIYY

iMbarioiubont Sesm)
Tolnore st Crumainie Topon
Waug). B # IEre WMaN ThE IAITMTAFR MUMEST O siiunia.
e o RAERIBLNGT SR v
TN 107 Ti-honr BRNES §19 Apeled
* Pevoms mcoveng SINGULAH shauls bt sabineited ami
10 COETRONE Ihe GOBD #7 MDD 1SRG Sy SIGH Bnbimitun
wa

" Pananth wae Aeve mecerpivens ol psthena
T BAeuHE B IMMACINE {0 TONN RS 08 ums
o

oact ! SINGULAN an the
- Ditver -u'uuu-
s ROt Bmen sveineed inee
PRECAUTIONS. Gewerait
rmmm:nmmom
ONS TRICTION JADULTS AND PECIATRIC PTENTS)
h 3 Yk, O, Baralivi grous

e

Couin ey, }
umerﬂomm—nmumdm

oy (] L
omu wevutitd by Wini - prvrintin AN ghwenty
shguid hove Sveniiis (o FERCd & BNENICRIY Whhging
agbat.

*  Fouents vl Mvowh 33N SSNERRTY Bhowid DS Swesd
W Ennkig SveRinge §f SUPNR 6F REA-BIAFIEN Sk

ARSIy Spinis winig g SINGULAR

Tapiory

SRS SO MRS Mesn Fv,

TN and wer o -l
asthme. imaimeni wah BINGULAR, |Om| -—.uv-niu
" a

at vhe -y
mumdmlhﬂ!mwMo

mnmnmmhumﬁ\nmmm_ v
10 wnitun $3% ot the FEVy,
£OMDUCIES B 1N 0N & i SO ey svervii)g., 29t Illlmn

Dvwg mrevachany
SINGULAM has ssen mhm wrih gther m:

anerme g $osal. Fhe i wasd 10 the

—_tine | -esen v g St lli AMAME W P

701 occur. SINGLILAKR dvd Aot srup Ml.mmwﬁn.'

AUhEaNt DRISASTHIIMN A PR m hﬂ n FEY,y llm' AW R have ¥ VRSN ML LS On Lhe
e, £20% trom: L] ol e b w srugs rivng,

2% e n s Y i g » Lo

SSULL. 3 BT BANCT WIS GOBYYES SRS TwD SMe-SMY  drene | v 35 Mgyt 0 »

10-mg coses o SINGULAM. snawarteon, -

in pesaing pakents ¢ te ltmnn'mmum

Ahaygh saee i UG were Pt
o SNGULAIR was uaid SONEomisnty wih & wisd

ChiwiDie WDINM. 4 ey
Q”*ﬂuﬂl"l'l’iﬂlﬂ“lﬂl“‘l"‘“.ﬁhml-

lenge was cOnsucied 31 1ne Sl OF tha dateng idresl fhe. 20 o, »' glvvast Tress meces:
10 24 hours aReT 1Re OXECRch g e, o Vyred b

Mummmnmnm!wﬁ non § ' v spoms

-t

snanm. P i MU! LTI P .
muu—au em-n-nuun-f--u » -f e AUC of v 40N fottgum-

iy 0 o for romcue & b mngle 10my dom o fonishueast. NS Swaps -
shon.szung mhawd “"*"‘ Lol ""“m Gonerst ot T ENCAR e o ::. gl
ang internessn for Pehanes). chrap W W DuN EYIO-
HNOICATIONS AND USAGE rMED et o0 or

SINGULAW for W pr rel waly BAGLALAA,

ot Stuna pnal & I - ot 2 of Famidry

Q8 30D SIOeT Nomcdwugmnnwrm.
c e i ot ”l.;’” Inl

o Suses up 18 n'w.y BRI EE DIl wmae

1o any o s preduct. MARTRGM rEsBmmenied deily 5734 Seun 1A Sduith s 190

PRECAUTIONS 1TRE% NG RSB racomTenion BSity Brsl BB W thih
Generst Srens. on § FRgi! BARS) 07 o & Di-ursl LA NSRRIy Mty

SINGLILAM 13 it weiecatnet fur wshe i Sy rpvmmast of ron-
CROBOMIMN (4 ACUM BIIAM STISCRA AChuhv/ag TIELS SIVIRSY-
tuy

PRUSNLL SADUID Be Svised 10 HEVE SRS SRS reacwe med-

SN avenasis Thorboy wth SNGLLAM san be
Uity AEuIE SRACETDITONE Df Apifa,

Whis e Gome #f MhMe0 COMIPEMTHY Moy b Paawd
Qracuiliy UnGEr Medcal wasrnmen, SINGULAR shouie me

ABAEY, vk SHREng SINEN S00BY I FBT RESHTRCYINS, 1he Ch/D-

D8 SDrUDIY ST N o oF Bral S0
FINGLLAIN Bhould not Be uBeD 53 MENBINeTRDY for the
g ol
W0asm Patieniy who b'annnmmol Ll T LU LT T
o

Stk m Chname homewsr sviry owis.
L *opery-

el AThe N

HER Shbey.
" Rriiny Yiutres in lemsie rEtL memeiuiast preduced

o fertitity A1l tnoundity indvinn o4 an arsl swen wl

Bt INBUIO CONNMeS 16 uss 1M Piudt
Pagomus Crapnvierd and Naws svesdabie fer reacue @

PFaimmy umn ENOWN DWW SeAMiy shewid CoMeAue
Avoedance of Sapinn OF AMI-ESIOMN SR RenmEY
sgenty whie 1aang SINGULAA, ARhewgh SINGLLAIN w
*Mechry in P Birevly » it e
VTMENME0 Sk Men iy, | RS ROt DEed Shewn 1 umable
GronchotonN K ru-n- 1 SRMAR B ST ABA-MTe-

a8l ann-nh w aum SRAE;

et Iese CLIMICAL HMHMDI.OGY Chvmoupt §hatvasi.
The wn L FL]

[ LY > - W

2ty conmn by ™ - romh,

WOrLanAg DULTINESY SYTRBIGTY, mu Gm

AN e BE vy . 4

&y .8 Ll ]

CAMB it b P L)

net been an, angine e re

I cumCl trais with morukial CaUNEY BNO SDbrapryw

it s g sia . e cwen.

COPMErEnd ‘me L n "

SINGULAIN "

Atematon tar Pateras. -t

* Plusnis shauis e 2oviasd 1 teee SWGULAIR Basly 83
DIRSCHDAC, #YON WARA 1AY 410 SPVIDIIMILE, 36wl 3¢
Quriig Senads 81 ware sy aslhms, S7E 10 SPRLICT W

200 mpng Lasprewenatsly 150 Wies the Mammum recem-
MOnded Slilv RIS Oeke N SEUNA a0 ¥ mpimt Besal. Mo
et is on femaie lerritty o HOUREIty ware BEserved ol s
e Sasd of 100 mghy Lopprammataly B0 bed e Mmasi-
TR FOCOMMended daily sl Shes w sthiin. o0 5 mgmi
Bammn). BAORINIVLISE Ras i Shlurie 40 forividy 1 make rate 81

_ w&mnummmmﬂ“uml-

HRUM FEOBRR At Saily Sr GG W Siatil, on 8 i)
beasl,

h-puq-v. Terasapervy ENoaw
Prageancy Cotoperv §:

NS WIIIMP SRy Was BESSAES IR FITE S8 StE SULPE U 10
A0 Ppragiduy LapDraremily JI0 bmes IS MER R feg-
mwwunmn-wmumm
raliis &t Suni Senes ue o T00 mpay
mhmmn—ww-ummn
O b mgen awal Montek "e L
Woj Sl Srm g A rIS b ribints. Thers are. howevar, rm poe-
bt and Wl -LoMTOling TGS N DIEYNTT weren.
& arerral warpt rd Ak Bharayy Orei-
wen of Auinan rensonss. FINGULAM mavid b0 uaed sunng
BIPPARIY prvy f CHaariY ROSBST,

Nurmng Methary

S1thens 11 1018 MIVE VA IR IT IITIONLIT! IS SRR
M 110 B R BRI v SRR Wy Nernaa PRk
AT SrURD STV SRCTIRGC 1A AWBR ML, CaLEN

DAY CHE I 1o 30N 5 M v

PArems snoull e atvady thel orel aDiow ol

SINGULAM 010 el tor whe trasvivew D/ scine smhme

Atacss. Thoy shouid hove SEOTEENN  JPT-SCUNg

[LLY LN e ] e

tascirtahens :

+ Ponens snouk e stveed 1NSL whois weiney SINCLLAML,
MEGEH INERLON Bheuid Be SBught i sher-ecuing
MIASED DronchOGisien e eelid More oleen hen

Shveisdl be eneraman wiven SINGLALAI 1 grven 10 8 Muming
Lo L1
Pemsinc e .
The saiwey and ot " [
mﬂlmnuwmumm Lang-amm inain
PYUMNg Sve Fact & throat semummrsnen of SINGULAM
N HASH JRth M DROMHNC PO hive Net hoen com-
Surud,

e |




PNOULARY
HMomsiuianl Setwm)
Totmirm 3nd Chowredle Tabion
Guririne Ling
OF whay voems RINERC O SR ¥ Shasl Plulure o wen.
mll‘m“mdmmu—m‘&mﬂ
vibra ol age e e sy o
FYEres were sl Toee = por
! 5 P St e -
mamnm—mmnmmw
ot W 2irne sliet lrmvdusis can-
204 bE P But N
ADVEREE MACTIONS
ASnoputoons sne Apuivs 15 Yoore of Aps anet Diger
SIHNGULAN hay bwon Sbisbiod tat ahiury 1 SEOrREITGIOr,
2400 TSRS 01000 410 setirin
THANLA! Lrapds. ﬂmnm
e SINGULAIR 3

Wy Aburreg
PPRENT IRl B¢ SaMb 9 "ﬂ-l-ﬂ-ll-v--
SRR Bah TR 'R Poirus Wubu) WLh PTG, repiroess
.'Hm"mi

Advoves fm WIS o Freem
T BN IENED S0 T B et Troame s ey,
vy o Counsiny &
SINGAAN Aocom
W agiiny
LORS Y]
Ml (TR e
* Savy ds A Wheir
RN 14 [}
e v "5 n
Pran. sdpammmn pL ) pi
Trvams 1 ] L 1]
Speeves Sromm Ginarasry
Ovenepmy H |
Gedrsenenm, vivyvem L [ 3]
Fom, sort 17 14
Narvous SyptemvPuyuiosene
Outmvene 2] 1X]
b aashe e L 2]
Aespwyney Surnm DairSiors
Cangorsen. nesy f.; 13
. L3 14
" dras - 41 a
~oah B T ] 3]
Avverss Enporamgor
gz u | u
AST ntronsed 1] 1}
Frure )] [ 1)

 ihawnbey ot o FRNE UL AN Sawshe, L
ALT 2t ATT, 1338 ¥11% pyuna, 1004, 1189,

- ) Suwene wars wepss with BINGULAK
bnmnlm.ﬂhnmmﬂmmmm
e 1nae. With ha anpptr
“I“MIIMWM
Fowrsire Pavents § u M Yasrw of Agy

muwn-nnmmumhm-—
mesnly 12 pdsine patrens § W 14 yaary ol pga.

SINGULAIN, v o L] wlh ¢
% and mers e WA n bad wh
of v diar
has. ietyng FIDURES, R0, Biisne. a0 v
e fra of lons vonis was
COFparmiie SINGULAN and maessa. Wit sre.
onged e, W Brafis st fopt g
Ay cRangs.
OVERDOLADE
W sty sl Sadie of men-

P08 rhgogary y
Cally g nae ihe .
e g,
from e § ooy,
v ChAats . ona heragy,
il rowsnn,
N et s wi - by ponte-

————EEEEEEE




Y

2088800
SINGULAR-

IMoriewnast Soaium.
Tavieis and Crawatis Tomimry

DOSAGE AND ADMMISTAATION
Gomersd intormanon.
ACOWICITIE 8NT AQWIT 15 Years of Age ang Oiger

I 00880+ o7 800ISeCHNIS 200 sopits 15 rears ol age ang
08119 0n4 10-Mig v Oty 10 DA Leaenn Wi SR reng.
Pasiatne Potomes § 1o 14 Yeary of Age

Tha SOsag e or ethBInG Bavents § 10 14 vears of spe 1 one
mmmmuwnnm-nmm.muu
mmmmmnmmnnmhlmm
Mmmm-memmwmimnofq-
Rave not been smAblished.

n-.-nummnnsmaum WOS GETRONWIrINd in
Mm.mummnmmmmm
wmnlmmﬂ“mmﬂmmmmﬁm-
CH \NAl BVAEBNG N8 rBiskve sfhcacy of MOMmung veraes
Fieng SoaIng. )
HOW BUPPLIED

NG. 3780 — SINGULAM Taniets. § PR, 878 D3, Ponand, bi-
COMvaR-shapwd Chewsbie Labiels, with code MRK 273 gn one
ae and SINGULAN on wha ommer. Thvey arw scigoiind 4 foi-
lows:

NOG 0008-U278-21 unil of mae MeP-teniity poivethviene
(HOPE) botues of 30 wien A RHDrODYIene child-sessen cop.
" foil inch 081, 301 2 wihate go dusiscart con.

e

NOC 0004-0T75-84 writ of use high-derany poivewisns
1=DPE) batties of 30 wieh & Deivpopviens Ehils-resistent cap,
anal tmuulun B8AL #NG 2 ik pot Beniceant can.
e

NOC OUD6-0T75-20 wrvt gose BAnRr snd Slumiman tuil.
mmwmbﬂmmmnn.unn.

. PO
SRR, him-cosrad wiiets, Al coge MAK 117 ga
ot vde and HNGULAIA on the swmar, Thoy ar suppied o5
Toliowy:

LB

MNDC 000E-8117-84 iy o ubh Nph-cenuty fotvthvieny
Iuonlhn-ﬂﬂmnmmm-uan.
#nd Hufmnun ind INoucwon 200 M0 » 2ilics poi Bamaccary
caremiar

NOC 0008011728 uniy Q088 fapss and Humimem fei).
[ ol iabie Dlstar peck of 100,
Srorsge

Siormine bomg Chewsbie Wibiets anc e -t} hivncosted
LBDNOLE 81 rooem 1emBermnure 15-30°C 185-88°F), prosaciad from
MOEre and iight.

eﬁauuco.,mc, West Fort, PA 19486, USA

‘s0..00 Fabruary 1999
Fr. o n LISA

*




V.  LABELLING COMMENT: (Needs to be sent to the sponsor)

The FDA version of PK subsection to be incorporated in the package insert is
- shown below: :

.Fwt&w-mg‘ﬁlmmdubhgthemnpukpmmm(c.“)ismhjwiu _
houts (Tpy) after administration 1o adults ypder the fasted sute jn the momning The mean oral *
| bicavailability is 64% Themﬂumﬁhunqlﬁc—.mmmudbylmdudmﬁw.

mees-mgchcmueub!egmcmc.“huhiwdhzwhm'mmminimﬁmm . adults in

the fasted state. The mean oral bicavailability is 73%, The oral biogvailability (14%4) and Cop. (48%3) are

gnificantly des % ignificanth




—. - .~The § mg chewable 1abjet, however. was not studied
Distribution ’ .
Montelukast is more than bound to plasma proteins. The steady-stae volume of distribution of

montelukast averages 8 to 11 liters.

Mertabolism T _ '
Montelukast is extensively metabolized. /n vivo metabolism study in humans show that parent compound,
montelukast, predominated in plasma (>80-90% of total radioactivity). In studies with therapeutic doses, plasma
concentrations of metabolites of montelukast are nearty undetectable at steady state in aduits and pediatric pauents.
In vitro studies using human liver microsomes indicate that cytochrome P450 3A4 and 2C9 are involved in the
metabolism of montelukast Based on further in visro results in human liver microsomes, therapeutic plasma
concentrations of montelukast do not inhibit cytochromes P450 3A4, 29, 1A2, 2A6, 2C19, or 2D6.

The plasma clearance of montelukast averages 45 ml/min in healthy adutts. Following an oral dose of
radiolabeled montelukast, 86% of the radioactivity was recovered in 3-day fecal coliections and <0.2% was
recovered im urine.  Coupled with estitnates of montelukast oral bioavailability, this indicates that montelukast and
its mewabolites arc excreted almost exclusively vig the bile.

In several swdics, the mean piasma €112} of montelukast ranged from 2.7 to 5.5 hours in healthy |

young adelis. The pharmacokinetics of montelykast are nearly lincar for oral doses up 10 50 mg.

During once-daily
dosing with 10-mg montelukast there is little accamulation of the parent drug in plasma (~14%).
Special Populations

Gender: The pharmacokinetics of mowelukast are similar in males and females.

Elderly: The pharmacokinetic profils and the oral bioavailability of a single 10-mg oral dose of montelukast
are similar in clderly and younger adults. The piasma Iz of montelukast is longer (6.6 hours)
and the plasma clearance is reduced (31 mL/min) in the elderly. No dosage adjustment in the clderly is required.

Race: Specific pharmacokinetic study for differences in races has not been conducted.

Hepatic Insufficiency: Patients with mild-to-moderate hepatic insufficiency and clinical evidence of cirrhosis
had evidence of decreased metabolism of montelukast tesulting in approximately 41% higher mean montelukast
arca under the plasma concentration curve (AUC) following a single 10-mg dose. The elimination of montelukast
is slightly prolonged (mean-J; . 7.4 hours) and plasma clearance is reduced (27 mL/min) as cornpared
with those m healthy subjects. No dosage adjustment is required in patients with mild-to-moderate hepatic
insufficiency. There are no clinica) data in patients with severe hepatic insufficiency (Child-Pugh score > 9).
 Renal Insufficiency: - Since montelukast and its metabolites are not excreted in the urine, the pharmacokinetics
of raontelukast were Dot evaluated in paticnts with renal insufficiency. No dosage adjustment is recommended in
these patients. .

Adolescents and Pediatric Patients: The plasma concentration profile of montelukast following the 10-mg
film-coated tablet is similar in adolescents 215 years of age and young adults. The 10-mg film-coated tablet is
recommended for use in patients 215 years of age.

|




Pharmacokinetic studies using either the chewabie tablet or film-coated tablet show that the plasma profile of

the 5-mg chewable tabict in pediatric pauenis 6 to 14 years of age is similar to that of the 10-mg film-coated tablet
in adults. The 5-mg chewable tablet should be used in pediatric patients 6 to 14 years of age.

Drug Interactions

Montelukast 10 mg once daily to pharmacokinetic steady state:

did not cause clinically significant changes in the kinetics of an intravenous dose of theophylline.
did not change the pharmacokinetic profile of warfarin or influence the effect of a single 30-mg oral dose of
warfarin on prathrombin time or the INR (International Normalized Rario).— -

did not change the pharmacokinetic profile or yrinary excretion of immunoreactive digoxin.
did not change the plasma concentration profile of terfenadine or its carboxylated metabolite and did not
prolong the QTt interval following co-administration with terfenadine 60 mg twice daily.
Montelukast at doses of 2 100 mg daily to pharmacokinetic steady state:
did not significantly alter the plasma concentrations of either component of an oral contraceptive containing
norethindrone 1 mg /ethinyl estradiol 35 ug. e .
did not cause amy clinically significant change in plasma profiles of either prednisone and prednisolonc
following administration of either oral prednisone or inravenous prednisolone.

Phenobarbital, which induces hepatic metabolism, decreasad the AUC of montelukast approximatety 40%
following a single 10-mg dose of mentelukast; no dosage adjustment for montelukast . is
recommended (see PRECAUTIONS).

Adults “and adolescents” IS Years of Age and Older
The dosage for adults “and adolescents” 15 years of age and older is one 10-mg tablet daily 10 be taken at

bedtme.




IV. LABELLING COMMENT: (Needs to be sent to the sponsor)

The FDA version of PK subsection to be incorporated in the package insert is
shown below:

Absorption

For the 10-mg film-coated tablet, the mean peak plasma concentration (Cp,y) is achieved 3 tod
hours('l‘m.,)aﬁerad:mmsu-auonm adults ynder in the fasted state jn the momming. The mean oral
bloavaﬂablhtyma% The oral bipavailability and Cp,,, are not influenced by a standard meal_in the moming.

FortheS-mgchmblemblcnthe_mcm“uscmevedmzwhomaftcradmmmauonm . adults in
the fasted state. mmnmalbxoavambmty:sva% _ 4% 48%1




_The 5 mg chewable tablet, however, was not studied

in the evening nor wi ' ck in healthy ad il
Distribution
Momtelukast is more than bound to plasma proteins. The stcady-state volume of distribution of

montelukast averages 8 to 11 liters.

Metabolism
Montelukast is extensively metabolized. Jn vivo metabolism study in humans show that parent compound,
montelnkast, predominated in plasma (>80-90% of total radioactivity). In studies with therapeutic doses, plasma
concentrations of metabolites of montejukast are nearly undetectable at steady state in adults and pediatric patients.
In vitro studies using human liver microsomes indicate that cytochrome P450 3A4 and 2C9 are involved in the

metabolism of montelukast. Based on further in vifro results in human liver microsomes, therapeutic plasma

concentrations of montelukast do not inhibit cytochromes P450 3A4, 2C9, 1A2, 2A6, 2C19, or 2D6.
metabolites were identified in human bile and feces. _Only two_metabolites, M5 _and M6, are fou

The plasma clearance of montelukast averages 45 mL/min in healthy adults. Following an oral dose of
radiolabeled montelukast 86% of the radioactivity was recovered in 5-day fecal collections and <0.2% was
recovered im urine. Coupled with estimates of montelukast oral bioavailability, this indicates that montelukast and
its metabolites are excreted almost exclusively vie the bile.

In several stdies, the mean plasma £T2} of montelukast ranged from 2.7 to 5.5 hours in heaithy
young adults. The pharmacokinetics of montelukast are nearly lincar for oral doses up to 50 mg.

During once-daily
dosing with 10-mg montelukast, there is little accumulation of the parent drug in plasma (~14%).
Special Populations

Gender: The pharmacokinetics of montelukast are similar in males and females.

Elderly: The pharmacokinetic profile and the oral bioavailability of a single 10-mg oral dose of montelukast
are similar in elderly and younger adults. The plasma T)» of montelukast is longer (6.6 hours)
and the plasma clearance is reduced (31 mL/min) in the elderly. No dosage adjustment in the elderly is required.

Race: Specific pharmacokinetic study for differences in races has not been conducted.

Hepatic Insufficiency: Patients with mild-to-moderate hepatic insufficiency and clinical evidence of cirrhosis
had evidence of decreased metabolism of montelukast resulting in approximately 41% higher mean montelukast
area under the plasma concentration curve (AUC) following 2 single 10-mg dose. The elimination of montelukast
is slightly prolonged (mean T 7.4 hours) and plasma clearance is reduced (27 mL/min) as compared
with those in heatthy subjects. No dosage adjustment is required in patients with mild-to-moderate hepatic
insufficiency. There are no clinical data in patients with severe hepatic insufficiency (Child-Pugh score > 9).

Renal Insufficiency: Since montelukast and its metabolites are not excreted in the urine, the pharmacokinetics
of montelukast were not evaluated in patients with renal insufficiency. No dosage adjustment is recommended in
these patients.

Adolescents and Pediatric Patients: The plasma concentration profile of montelukast following the 10-mg
film-coated tablet is similar in adolescents 15 years of age and young adults. The 10-mg film-coated tablet is
recommended for use in patients 215 years of age. |

I



Pharmacokinetic studies using either the chewable tablet or film-coated tablet show that the plasma profile of

the 5-mg chewable tablet in pediatric patients 6 to 14 years of age is similar to that of the 10-mg film-coated tablet
in adults. The 5-mg chewable tablet should be used in pediatric patients 6 to 14 years of age.

Drug Interactions

Montelukast 10 mg once daily to pharmacokinetic steady state:

did not cause clinically significant changes in the kinetics of an intravenous dose of theophylline.
did not change the pharmacokinetic profile of warfarin or influence the effect of a single 30-mg oral dose of
warfarin on prothrombin time or the INR (International Normalized Ratio}.

did not change the pharmacokinetic profile or urinary excretion of immunoreactive digoxin.
did not change the plasma concentration profile of terfenadine or its carboxylated metabolite and did not
prolong the QT¢ interval following co-administration with terfenadine 60 mg twice daily.
Montelukast at doses of 2 100 mg daily to pharmacokinetic steady state:
did not significantly alter the plasma concentrations of either component of an oral contraceptive containing
porethindrone 1 mg /ethinyl estradiol 35 pg.
did not cause any clinically significant change in plasma profiles of either prednisone and prednisolone
following administration of either oral prednisone or intravenous prednisolone.

Phenobarbital, which induces hepatic metabolism, decreased the AUC of montelukast approximately 40%
following a single 10-mg dose of montelukast, no dosage adjustment for montelukast . is
recommended (see PRECAUTIONS).

Under the DOSAGE AND ADMNINISTRATION section: The words “ and adolescents” should be added

Adults “and adolescents” |5 Years of Age and Qlder :
The dosage for adults “and adolescents” 15 vears of age and older is one 10-mg tablet daily to be taken at

bedtime.



